**Abstract**

**Objective:** Complex interactions between genes and environmental events may contribute to the development of posttraumatic stress disorder (PTSD). The aim of this study was to investigate whether epigenetic regulation of the brain-derived neurotrophic factor (BDNF) gene is a resilience marker of PTSD among veterans exposed to Vietnam War.

**Methods:** A total of 253 Korean combat veterans of the Vietnam War were included. The Clinician-Administered PTSD Scale (CAPS) and Combat Exposure Scale (CES) were assessed. BDNF DNA methylation levels at 4 CpG sites within the promoter region were quantified in the peripheral blood using the pyrosequencing. The effects of BDNF methylation levels and clinical variables on the diagnosis of PTSD were tested using binary logistic regression analysis.

**Results:** Using the CAPS interview, combat veterans were grouped into those with (n = 127) and without (n = 126) PTSD. Subjects with PTSD showed a significant higher DNA methylation of 4 CpG sites at the BDNF promoter compared to those without PTSD. High BDNF methylation status at the 4th CpG site, high CES and alcohol use predicted significantly PTSD diagnosis.

**Conclusions:** The present study demonstrated an association between higher DNA methylation of the BDNF promoter region and PTSD. Our findings suggest that altered epigenetic programming of the BDNF gene is related to the pathophysiology of PTSD and stress resilience after trauma exposure.
